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DETAILED ACTION 

Claims 12, 14, 20 and 27 are currently pending in the instant application. 
Applicants have cancelled claim 21 in an amendment filed on February 12, 2008. 

I. Response to Arguments 

Applicant's amendment, filed February 12, 2008, has overcome the rejection of 
claim 21 under 35 USC 112, second paragraph as being indefinite. The rejection has 
been withdrawn. 

The Examiner has found prior art and 35 USC 112, first paragraph issues, thus 
the indication that claims 12, 14 and 27 are allowable has been withdrawn. 

II. Information Disclosure Statement 

The information disclosure statement (IDS) submitted on February 7, 2008 is in 
compliance with the provisions of 37 CFR 1 .97. Accordingly, the information disclosure 
statement has been considered by the examiner. 

II. Rejection(s) 

35 USC § 103 - OBVIOUSNESS REJECTION 

The following is a quotation of 35 U.S.C. § 103(a) that forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section102 of this title, if the differences between the subject matter sought to be patented and the prior art are such 
that the subject matter as a whole would have been obvious at the time the invention was made to a person having 
ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in 
which the invention was made. 

Graham v. John Deere Co. set forth the factual inquiries necessary to determine 
obviousness under 35 U.S.C. §103(a). See Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966). Specifically, the analysis must employ the following factual inquiries: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 12, 14 and 27 are rejected under 35 U.S.C. § 103(a) as being 

unpatentable over Smith, etal. (US 2004/0267028). Applicants claim a compound 

selected from 

2-methyl-N, 1 ,5-triphenyl- 1 H-pyrrole-3-carboxamide; 

1-(4-chlorophenyl)-2-methyl-N,5-diphenyl-IH-pyrrole-3-carboxamide; 

1-(4-methoxyphenyl)-2-methyl-N,5-diphenyl-IH-pyrrole-3-carboxamide; 

5-(2,4-dichlorophenyl)-2-methyl-N,l-diphenyl-IH-pyrrole-3-carboxamide; 

1-(4-chlorophenyl)-5-(2,4-dichlorophenyl)-2-methyl-N-phenyl-IH-pyrrole-3- 

carboxamide; 

5-(2,4-dichlorophenyl)-l-(4-methoxyphenyl)-2-methyl-N-phenyl-IH-pyrrole-3- carboxamide; 
5-(2,4-dimethoxyphenyl)-2-methyl-N,l-diphenyl-IH-pyrrole-3-carboxamide; 

1- (4-chlorophenyl)-5-(2,4-dimethoxyphenyl)-2-methyl-N-phenyl-IH-pyrrole-3- carboxamide; 
5-(2,4-dimethoxyphenyl)-l-(4-methoxyphenyl)-2-methyl-N-phenyl-IH-pyrrole-3- carboxamide; 

2- methyl-l,5-diphenyl-N-piperidin-l-yl-IH-pyrrole-3-carboxamide; 
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1-(4-chlorophenyl)-2-methyl-5-phenyl-N-piperidin-l-yl-IH-pyrrole-3-carboxamide; 

1-(4-methoxyphenyl)-2-methyl-5-phenyl-N-piperidin-1-yl-1H-pyrrole-3-carboxamide; 

5 -(2,4-dichlorophenyl)-2-methyl- 1 -phenyl-N-piperidin- 1 -yl- 1H-pyrrole-3 -carboxamide; 

1 -(4-chlorophenyl)-5-(2,4-dichlorophenyl)-2-methyl-N-piperidin- 1 -yl- 1 H-pyrrole-3- carboxamide; 

5-(2,4-dichloropheny1)-1-(4-methoxyphenyl)-2-methyl-N-piperidin-1-yl-1H-pyrrole-3- carboxamide; 

1 - { [5 -(2,4-dimethoxyphenyl)-2-methyl- 1 -phenyl- 1H-pyrrol-3 -yl] carbonyl } piperidine; 

1-(4-chlorophenyl)-5-(2,4-dimethoxyphenyl)-2-methyl-N-piperidin-1-yl-1 H-pyrrole-3- carboxamide; 

5-(2,4-dimethoxyphenyl)-1-(4-methoxyphenyl)-2-methyl-N-piperidin-1-yl-1 H-pyrrole-3- carboxamide; 

1-[(2-methyl-l,5-diphenyl-IH-pyrrol-3-yl)carbonyl]piperidine; 

1- {[1-(4-methoxyphenyl)-2-methyl-5-phenyl-IH-pyrrol-3-yl]carbonyl}piperidine; 1 - { [5 -(2,4- 
dichlorophenyl)-2-methyl- 1 -phenyl- 1H-pyrrol-3 -yl] carbonyl } piperidine; 1 - { [ 1 -(4-chlorophenyl)-5 - 
(2,4-dichlorophenyl)-2-methyl- 1H-pyrrol-3 - 
yl] carbonyl} piperidine; 

1 - { [5 -(2,4-dichlorophenyl)- 1 -(4-methoxyphenyl)-2-methyl- 1H-pyrrol-3 - 
yl] carbonyl} piperidine; 

1 - { [ 1 -(4-chlorophenyl)-5 -(2,4-dimethoxyphenyl)-2-methyl- 1 H-pyrrol-3 - 
yl] carbonyl} piperidine; and 

1 - { [5 -(2,4-dimethoxyphenyl)- 1 -(4-methoxyphenyl)-2 -methyl- 1 H-pyrrol-3 - 
yl] carbonyl} piperidine; 

The Scope and Content of the Prior Art (MPEP §2141.01) 

Smith, et al. teaches pyrrole derivatives that are used for treating obesity. The 
invention is represented by the general formula: 



Application/Control Number: 10/540,276 
Art Unit: 1626 



Page 5 




Wherein all the variables are as defined in the disclosure (See pages 1-2). 
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See also preferred embodiments on pages 2-3, 



[6031] wherein 

[0832] R- <tcd R" are e-ct t i beayl group optionally 
substituted with cae r t< - c ges, C -C N dlkyi!, 
(C C ialkC5 , trifim i: \yl, cyas.o, < it >; 

[80331 R ? is bv&oeea. (C C.)sjkvi, or beezvU and R 4 
*{C 2 -C 5 )*lkyl or NH 2 ; or 

[8034] R* is (C 2 -Qalkyl or heszyl; «oda 4 » CH 3 ; 

[803SJ R J is hydicgeai or (C i -C 5 )&5ky!; 

'<«li6~ R" t^.r i S ^i w bic s jptionall; subs - 

tales with on* oi core hydi ^ benzyloxy. (C- 

amino, or flramae, 

beazyl, wai n , ptiou 11} s bsi T eu a ths 
shea; ring V u t re I g ( -< 
(Q-C^&lkox;. triSucroaaeiliy}, cyssio, ivdroxy, 
bsnzyloxy, or siitro, 

[GG38] phr-Eys subsdtatsd wah one cr mere. (C,- 
C ; )alky;, (Q-C^Elkosy, giiSuoromctbyl, cysno, 
hydroxy, beazykixy, airro, or h&bgcn, 

[€©39] piptridis-4-yu piperrd:sri-3-yL : Qt pyrrol-dia-3- 
; eae-h ' . may s mo& Jv si mmmi i 
the aitsogeE atom cf the pis uridine oi pyrrolidine 
ring with (C,-C & )5ikyl 'nc, v ^sttoKed (C r 
C.j)alkyl s . cr a benzyl or phenyl group 'bat. is option- 
ally siibssimicd _r t jc p ly n i£ wish one or more 
(Ci-Cydkyl, (C C ±^wi , i A o :>methyi s cy&so, 
hydroxy, or halogen, 

£«MQ3 — NR'R a 

[0041] where R T is hydrogen or (Cj-CyaBg?!; 

[0942] R a is (C 3 -C 5 kikyi or a phenyl grcap that is 
opiiosall} subs&ite c wish ©ae or more (C_- 
C s )alky C.-C 4 )a]kt}S5 hydroxy-substitetcd (C.- 
C s )alkyl hydroxy, mEuoiojccthyl, cyaao, uitro, 
or hftloges; or 

[0043] R 7 and R s , t ikee together w Eth the aitrogea 
atom to »-hi;h they ire siiachsd, foroi a 5- to 
lO-aissbersd. saturated heterocyclic radical 
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which is optioaal ; ssbsf&itecs by oae or more 
(C,-C d )aikyL (C,-C 6 k=kosy J hydroxy-siibstkut&d 
(Q-C^aikyL nzyl pfc ■> h "hex 1 *, ei Suoziae: 

05" 

0S44] R fl asd R* t taken together with she nitrogen sterns 
so which they arc attached* force s 3- ta 10-mcnibcEcd 

u t i r. . ,1 : -i , i r 1 sub i 
with cse or more (C s -C s )alkyl, (C-C^slkoxy, 
iyd , ri u l ir Pi teoraif a « z 1 r j**- 

4 a til - t! t 3 subst Sited ^ t v *->i 1 

dag with one of more CC.-Cfclfevl, fcvdrcxv, fC«- 

tiflrart* siiro, or h*logen/ Note ^ Ri gnd ^ gre egch g pheny , 

group optionally substituted with one or more halogen, (C r C 6 )alkyl, (C r C 6 )alkoxy, 
trifluoromethyl, cyano or nitro (See page 2, paragraph 0032). The prior art reference 
teaches the species 1-(2-chlorophenyl)-5-(4-methoxyphenyl)-2-methyl-N-(1-piperidinyl)- 
1 H-pyrrole-3-carboxamide (page 7, paragraph 0111). 

The Difference Between the Prior Art and the Claims (MPEP $2141.02) 
The difference between the prior art of Smith, et al. and the instant invention is 
that there is homologous subject matter. Not all of the substituents are taught, however 
there is overlap between the species disclosed in the instant claims and species 
disclosed in the prior art especially in view of the preferred embodiments taught by the 
prior art. For example, the instant application discloses a species of compound wherein 
the phenyl ring at the 5-position of pyrrole moiety has dimethoxy substituents versus the 
phenyl ring having one methoxy substituent as seen in the prior art. See In re Lemin 
141 USPQ 814- choosing some among many. 



Prima Facie Obviousness-The Rational and Motivation (MPEP $2142-2413) 

Applicants are claiming various species such as 1-(4-chlorophenyl)-5-(2,4- 
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dimethoxyphenyl)-2-nnethyl-N-piperidin-1 -yl-1 H-pyrrole-3-carboxamide. The prior art 
reference of Smith, et al. teaches a similar compound wherein there is only one 
methoxy group substituted on the phenyl ring at the 5-position of the pyrrole moiety 
(See Example 4, page 7). The prior art reference also teaches that the phenyl rings can 
be substituted by one or more halogen, alkyl, alkoxy, trifluoromethyl, hydroxyl, cyano or 
nitro. Therefore, it would have been obvious to substitute the phenyl ring with a second 
methoxy group based on the teachings of the prior art. 

In In re Hass , 141 F.2d 127, 60 USPQ 548 (CCPA 1944), it was well established 
that members of a homologous series must possess unexpected properties not 
possessed by the homologous compounds disclosed by the prior art. For example, it is 
obvious to prepare a disubstituted phenyl group (i.e. two methoxy groups) when the art 
teaches a monosubstituted phenyl group that could be further substituted with a 
reasonable expectation of success. Specifically, a methoxy substituted phenyl ring and 
a dimethoxy substituted phenyl ring are considered homologues and are obvious absent 
unexpected results, especially when the art teaches that the phenyl ring can be further 
substituted with other substituents such as a methoxy group. Therefore, it would have 
been prima facie obvious to one having ordinary skill in the art at the time the invention 
was made to prepare adjacent homologs based on the teachings of the preferred 
embodiments in the prior art. A strong prima facie obviousness has been established. 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 
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The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 



Claims 12, 14 and 27 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for the compounds listed in claim 12 or 
stereoisomers, tautomers, racemates or pharmaceutically acceptable salts of said 
compounds does not reasonably provide enablement for a solvate of said compounds. 
The specification does not provide sufficient guidance nor does it enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to make 
the invention commensurate in scope with these claims. 

As stated in the MPEP 2164.01 (a), "There are many factors to be considered 
when determining whether there is sufficient evidence to support a determination that a 
disclosure does not satisfy the enablement requirement and whether any necessary 
experimentation is "undue." 

In In re Wands , 8 USPQ2d 1400 (1988), factors to be considered in determining 
whether a disclosure meets the enablement requirement of 35 U.S.C. 112, first 
paragraph, have need described. They are: 

1 . the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

In the instant case 
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The nature of the invention 

The nature of the invention is a compound listed in claim 12, or stereoisomers, 
tautomers and racemates of said compounds, or a pharmaceutically acceptable salt of 
said compounds. There is no teaching of solvates of the compounds listed in claim 12 
in the specification. 

The state of the prior art and predictability or lack thereof in the art 

It is the state of the prior art that the term "solvate" found in the claims is defined 
as a compound formed by solvation (the combination of solvent molecules with 
molecules or ions of the solute. It has been estimated that approximately one-third of 
the pharmaceutically active substances are capable of forming crystalline hydrates. 
Predicting the formation of solvates or hydrates of a compound and the number of 
molecules of water or solvent incorporated into the crystal lattice of a compound is 
complex and difficult. Each solid compound responds uniquely to the possible 
formation of solvates or hydrates and hence generalizations cannot be made for a 
series of related compound (See Vippagunta, etal.) 

The scope of "solvate" is not adequately enabled or defined. Applicants provide 
no guidance as how the compounds are made more active in vivo. Solvates and 
hydrates cannot always be predicted and therefore are not capable of being claimed if 
the applicant cannot properly enable a particular hydrate or solvate. 



The amount of direction or guidance present and the presence or absence of 
working examples 
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There is no direction or guidance present in the specification or working 
examples present in the specification are that defines or relates to what solvates are 
being included in the elected invention. 

The breadth of the claims 

The breadth of the claims is a compound listed in claim 12, or stereoisomers, 
tautomers and racemates of said compounds, or a pharmaceutically acceptable salt of 
said compounds. 

The quantity of experimentation needed and the level of the skill in the art 

While the level of the skill in the pharmaceutical art is high, the quantity of 
experimentation needed is undue experimentation. One of skill in the art would need to 
prepare compounds with various solvents without any direction as to what compounds 
form solvates with which solvents. 

The level of skill in the art is high without showing or guidance as to how to make 
solvates of the compounds listed in claim 12 it would require undue experimentation to 
figure out the solvents, temperatures and reaction times that would provide solvates of 
the above compounds. 

To overcome this objection, Applicant should submit an amendment deleting the 
term "solvates". 
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III. Conclusion 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Shawquia Young whose telephone number is 571- 
272-9043. The examiner can normally be reached on 5:30 AM-2:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on 571-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
/Shawquia Young/ 
Examiner, Art Unit 1626 

/Kamal A Saeed, Ph.D./ 
Primary Examiner, Art Unit 1626 



